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Which of the following symptom(s) are NOT associated with Crohn's disease? 


Select one: 
Joint pain ® 
Inflammation in the eyes * 
Muscle aches 
Weight change ® 


TOPIC: Ulcerative Colitis (UC) / Crohn's Disease (CD) 


LEARNING OBJECTIVE: 
To understand the clinical presentation of Crohn's disease. 


BACKGROUND: 


Inflammatory Bowel Disease (IBD) is mainly made up of two disorders, ulcerative colitis (UC) and Crohn's 
Disease (CD). UC is a chronic inflammatory condition with periods of relapse and remission, limited to 
continuous, diffuse and shallow inflammation of the mucosal layer of the colon. It can present as chronic 
diarrhea, rectal bleeding and abdominal pain relieved by defecation (UC classic triad). CD is a chronic 
inflammatory condition that involves transmural, patchy and discontinuous inflammation which can result in 
skip lesions. Due to the different inflammation patterns of CD, sinus tracts occur leading to micro- 
perforations and fistulae. CD can present as abdominal pain, diarrhea and weight loss (CD classic triad). CD 
can also occur anywhere along the gastrointestinal tract (from mouth to anus) whereas UC is more localized 
to the terminal ileum, colon or rectum. Symptoms of CD can vary depending on the location of the disease in 
the gastrointestinal tract (GI tract). The hallmarks of CD are prolonged diarrhea, abdominal pain, weight loss, 
and fever. Other symptoms include nausea and vomiting, joint pain, rectal bleeding, inflammation in the eyes 
(an early sign of CD), joint inflammation (causes arthritis and stiffness), aphthous ulcers (common), and skin 
disorders. 


RATIONALE: 
Correct Answer: 


e Muscle aches - Muscle aches are not associated with Crohn's disease. 


Incorrect Answers: 
* Joint pain - This is a symptom of Crohn's disease. 
* Inflammation in the eyes - This is a symptom of Crohn's disease. 


* Weight change - Weight loss is a frequent symptom of Crohn's disease. 


TAKEAWAY/KEY POINTS: 


Symptoms of CD include prolonged diarrhea, abdominal pain, weight loss, and fever, nausea and vomiting, 
joint pain, rectal bleeding, inflammation in the eyes, joint inflammation, aphthous ulcers and skin disorders. 


REFERENCE: 
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10.1053/j.gastro.2015.03.001. 

[2] Bitton A, Buie D, Enns R, et al. Treatment of hospitalized adult patients with severe ulcerative colitis: 
Toronto consensus statements. Am J Gastroenterol. 2012;107(2):1 79-94. doi: 10.1038/ajg.201 1.386. 
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The correct answer is: Muscle aches 


THE NEXT THREE QUESTIONS INCLUSIVE REFER TO THE FOLLOWING CASE: 


JK is a 32-year-old female who presents to your clinic with chronic diarrhea, rectal bleeding, and 
abdominal pain, which she says is relieved by defecation. An endoscopy reveals inflammation in the 
entire colon and rectum, with only the mucosal layer affected. She reports 1-2 more stools a day than 
normal, with blood in the stools and no systemic involvement. 


Which presentation of disease are JK's symptoms most consistent with? 


Select one: 


Mild Crohn's disease * 
Moderate ulcerative colitis % 
Moderate Crohn's disease * 
Mild ulcerative colitis Y 


TOPIC: Ulcerative Colitis (UC) / Crohn's Disease (CD) 


LEARNING OBJECTIVE: 
Understand the differences in the clinical presentation of ulcerative colitis from Crohn's disease. 


BACKGROUND: 


Crohn's disease (CD) and ulcerative colitis (UC) share some clinical signs but also have distinct characteristics. 
Both diseases present with diarrhea, bleeding, abdominal pain, weight loss, and extraintestinal 
manifestations, such as arthritis and iritis. Ulcerative colitis is characterized by continuous and diffuse 
inflammation limited to the mucosal layer, affecting only the colon and rectum. For this reason, mucous and 
blood in stool are more common in UC. In contrast, Crohn's disease is distinguished by transmural 
inflammation that is patchy and discontinuous, affecting the entire gastrointestinal tract. For this reason, 
nausea and vomiting, along with oral/anal sores and fistulas between organs, are more common with CD. 


According to the Mayo score, mild UC presents with 1-2 more stoals than normal, streaks of blood with stool 
less than half the time, erythema, decreased vascular pattern, mild friability, and feeling generally fair. 
Moderate UC presents with 3-4 more stools than normal, obvious blood with stool most of the time or more, 
marked erythema, absent vascular pattern, friability, erosions, and feeling generally poor. Severe UC presents 
with 5 or more stools than normal, blood passed alone, spontaneous bleeding, ulceration, and feeling 
generally terrible. 


RATIONALE: 
Correct Answer: 


* Mild ulcerative colitis - The symptoms listed are consistent with the typical clinical presentation of 
mild ulcerative colitis. 


Incorrect Answers: 


* Mild Crohn's disease - The symptoms listed are not consistent with the typical clinical presentation of 
mild Crohn's disease. 


* Moderate ulcerative colitis - The symptoms listed are not consistent with the typical clinical 
presentation of moderate ulcerative colitis. 


* Moderate Crohn's disease - The symptoms listed are not consistent with the typical clinical 
presentation of moderate Crohn's disease. 


TAKEAWAY/KEY POINTS: 


Ulcerative colitis is characterized by continuous and diffuse inflammation limited to the mucosal layer, 
affecting only the colon and rectum. Mild ulcerative colitis is characterized by 1-2 more stools than normal, 
streaks of blood with stool less than half the time, erythema, decreased vascular pattern, mild friability, and 
feeling generally fair. 


REFERENCE: 
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After classifying JK's disease state, you refer her to her family doctor for treatment. 


What is the first-line therapy for JK's disease state? 


Select one: 
Infliximab % 
Asacol® (Mesalamine) Y 
6-mercaptopruine % 


Prednisone % 


TOPIC: Ulcerative Colitis (UC) / Crohn's Disease (CD) 


LEARNING OBJECTIVE: 
Understand which different treatment options are first-line for ulcerative colitis. 


BACKGROUND: 


Pharmacologic treatment in ulcerative colitis (UC) has two purposes: to induce remission and maintain 
remission. It is important to classify the patient's disease state to assist in choosing a first-line therapy for 
induction and maintenance of remission. Patients with mild-to-moderate UC can be given oral or rectal-5 
ASA or oral budesonide MMX to induce remission. If remission is achieved, 5-ASA therapy can be continued 
as maintenance therapy. If remission is not achieved, 5-ASA therapy can be optimized or corticosteroids can 
be added. 


RATIONALE: 
Correct Answer: 


* Asacol® (Mesalamine) - Asacol® is an aminosalicylate that is used as the first-line option for 
patients with mild-to-moderate ulcerative colitis. 


Incorrect Answers: 
e Infliximab - Infliximab is a biologic that is reserved for moderate-to-severe ulcerative colitis. 


+ 6-mercaptopurine - 6-mercaptopurine is a thiopurine that is reserved for moderate-to-severe 
ulcerative colitis. 


e Prednisone - Prednisone is a corticosteroid that is reserved for second-line therapy for mild-to- 
moderate ulcerative colitis. 


TAKEAWAY/KEY POINTS: 


5-ASA/mesalamine (e.g. Asacol®, Pentasa®, Salofalk®, Mezavant®) is the first-line in the treatment of mild- 
to-moderate ulcerative colitis. 


REFERENCE: 


[1] Bressler B, Marshall JK, Bernstein CN, et al. Clinical practice guidelines for the medical management of 
nonhospitalized ulcerative colitis: the Toronto consensus. Gastroenterology. 2015:148(5):1035-1058.e3. doi: 
10.1053/j.gastro.2015.03.001. 


[2] Peppercorn MA, Kane SV. Clinical manifestations, diagnosis and prognosis of ulcerative colitis in adults. In: 
Post T, ed. UpToDate. Waltham, MA. www.uptodate.com. 


[3] MacDermott RP. Management of mild to moderate ulcerative colitis in adults. In: Post T, ed. UpToDate. 
Waltham, MA. www.uptodate.com. 


The correct answer is: Asacol® (Mesalamine) 


JK visited the clinic four weeks later for a follow-up and showed an inadequate response to the initial 
therapy. At that time, her doctor decided to optimize her treatment. After four months, JK returned 
for another follow-up, and she still had not achieved remission. 


What is the next step for JK? 


Select one: 


IV prednisone * 
Oral budesonide Y 
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Oral azathioprine * 
SC adalimumab * 


TOPIC: Ulcerative Colitis (UC) / Crohn's Disease (CD) 


LEARNING OBJECTIVE: 
To understand treatment options for mild ulcerative colitis when first-line therapy fails. 


BACKGROUND: 


Pharmacologic treatment in ulcerative colitis (UC) has two purposes: to induce and maintain remission. It is 
important to classify the patient's disease state to assist in choosing a first-line therapy for induction and 
maintenance of remission. 


Patients with mild-to-moderate UC can be given oral or rectal-5 ASA or oral budesonide MMX (multi-matrix 
system) to induce remission. If remission is achieved, 5-ASA therapy can be continued as maintenance 
therapy. If remission is not achieved, 5-ASA therapy can be optimized, or corticosteroids can be added. 


Patients with moderate-to-severe UC can undergo oral corticosteroid therapy as a first-line option to help 
induce remission. If remission is achieved, corticosteroid therapy is tapered to 0, and maintenance therapy is 
added. It is not recommended to use oral corticosteroids to maintain remission due to lack of efficacy and 
risk of significant adverse effects with prolonged use. The first-line option for patients who achieve 
symptomatic remission on oral corticosteroids (as seen in the treatment algorithm for moderate-to-severe 
UQ) is oral 5-ASA or thiopurine monotherapy while assessing for corticosteroid-free complete remission. If 
that option is unsuccessful, patients can be tried on biologic therapy (anti-TNF or vedolizumab +/- thiopurine 
or methotrexate). Methotrexate monotherapy is not recommended to induce or maintain remission in 
patients with UC. 


RATIONALE: 
Correct Answer: 


* Oral budesonide - Oral corticosteroids, such as oral budesonide, are used to induce remission in 
patients with mild-to-moderate ulcerative colitis when first-line therapy with 5-ASA fails to induce 
remission. 


Incorrect Answers: 


e IV prednisone - IV corticosteroids, such as IV prednisone, are not used to induce remission in mild-to- 
moderate ulcerative colitis. 


© Oral azathioprine - Thiopurines, such as azathioprine, are reserved for patients with moderate-to- 
severe ulcerative colitis that is not responsive to oral corticosteroid therapy. 


* SC adalimumab - Biologic therapy, such as SC adalimumab, is reserved for patients with moderate- 
to-severe ulcerative colitis that is not responsive to oral corticosteroid therapy. 


TAKEAWAY/KEY POINTS: 


Patients with mild-to-moderate ulcerative colitis who fail to achieve remission with 5-ASA therapy can be 
offered oral or rectal corticosteroids as second-line therapy to induce complete remission. 


REFERENCE: 


[1] Bressler B, Marshall JK, Bernstein CN, et al. Clinical practice guidelines for the medical management of 
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10.1053/j.gastro.2015.03.001. 

[2] Narula N. Inflammatory Bowel Disease. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtxca. 
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[4] Peppercorn MA, Kane SV. Clinical manifestations, diagnosis and prognosis of ulcerative colitis in adults. In: 
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The correct answer is: Oral budesonide 


Which of the following is characterized by abdominal pain, prolonged diarrhea, and weight loss? 


Select one: 
Crohn's disease v. 
Irritable bowel syndrome * 
Ulcerative colitis X 
Lactose intolerance ® 


TOPIC: Ulcerative Colitis (UC) / Crohn's Disease (CD) 
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LEARNING OBJECTIVE: 


To understand the clinical presentation of Crohn's disease. 


BACKGROUND: 


Inflammatory Bowel Disease (IBD) is mainly made up of two disorders, ulcerative colitis (UC) and Crohn's 
Disease (CD). UC is a chronic inflammatory condition with periods of relapse and remission, limited to 
continuous, diffuse and shallow inflammation of the mucosal layer of the colon. It can present as chronic 
diarrhea, rectal bleeding and abdominal pain relieved by defecation (UC classic triad). CD is a chronic 
inflammatory condition that involves transmural, patchy and discontinuous inflammation which can result in 
skip lesions. Due to the different inflammation pattems of CD, sinus tracts occur leading to micro- 
perforations and fistulae. CD can present as abdominal pain, diarrhea and weight loss (CD classic triad), CD 
can also occur anywhere along the gastrointestinal tract (from mouth to anus) whereas UC is more localized 
to the terminal ileum, colon or rectum. 


RATIONALE: 
Correct Answer: 


* Crohn's disease - Abdominal pain, diarrhea, and weight loss represent Crohn's disease's classic triad 
of clinical manifestation. 


Incorrect Answers: 


* Irritable bowel syndrome - This triad of symptoms is more commonly associated with another 
disease. 


Ulcerative colitis - Weight loss is not commonly seen with ulcerative colitis. 


e Lactose intolerance - This triad of symptoms is more commonly associated with another disease. 


TAKEAWAY/KEY POINTS: 


The classic triad of symptoms of CD is abdominal pain, diarrhea and weight loss. This is in contrast to UC's 
classic triad of chronic diarrhea, rectal bleeding and abdominal pain relieved by defecation. 


REFERENCE: 


[1] Bressler B, Marshall JK, Bernstein CN, et al. Clinical practice guidelines for the medical management of 
nonhospitalized ulcerative colitis: the Toronto consensus. Gastroenterology. 2015:148(5):1035-1058.e3. doi: 
10.1053/j.gastro.2015.03.001. 


[2] Bitton A, Buie D, Enns R, et al. Treatment of hospitalized adult patients with severe ulcerative colitis: 
Toronto consensus statements. Am J Gastroenterol. 2012;107(2):179-94. doi: 10.1038/ajg.2011.386. 


The correct answer is: Crohn's disease 


ALis a 20 year old male who walks into your clinic and is complaining about abdominal pain that is 
relieved upon defecation, weight loss, and diarrhea (8 loose stools per day). Upon further 
examination, he has a fever, heart rate of 100 beats per minute. The physician has diagnosed AL with 
a severe case of ulcerative colitis. AL is initially started on oral prednisone, but no response is 


observed. 


What do you recommend as the next step of therapy? 


Select one: 
Vedolizumab with thiopurine ¥ 
6-mercaptopurine * 
Infliximab % 


Surgery X 


TOPIC: Ulcerative Colitis (UC) / Crohn's Disease (CD) 


LEARNING OBJECTIVE: 
To understand how to manage severe ulcerative colitis. 


BACKGROUND: 


Inflammatory Bowel Disease (IBD) is mainly made up of two disorders, ulcerative colitis (UC) and Crohn's 
Disease (CD). UC is a chronic inflammatory condition with periods of relapse and remission, limited to 
continuous, diffuse and shallow inflammation of the mucosal layer of the colon. It can present as chronic 
diarrhea, rectal bleeding and abdominal pain relieved by defecation (UC classic triad). CD is a chronic 
inflammatory condition that involves transmural, patchy and discontinuous inflammation which can result in 
skip lesions. Due to the different inflammation pattems of CD, sinus tracts occur leading to micro- 
perforations and fistulae. CD can present as abdominal pain, diarrhea and weight loss (CD classic triad), CD 
can also occur anywhere along the gastrointestinal tract (from mouth to anus) whereas UC is more localized 
to the terminal ileum, colon or rectum. 


Mild UC presents with < 4 loose stools/day, with or without blood, no systemic toxicity, and a normal ESR. 
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Moderate UC presents with > 4 loose stools/day, mild anemia, abdominal pain (not severe), minimal systemic 
toxicity (e.g. low-grade fever) and no weight loss. Severe UC presents with > 6 loose stools/day, severe 
cramps, systemic toxicity (e.g. fever, tachycardia, anemia, elevated ESR), and rapid weight loss. 


Pharmacological therapy for mild ulcerative colitis is initially treated with oral or rectal 5-ASA/mesalamine. 
Symptoms are re-assessed in 4-8 weeks. If no symptom relief occurs even after optimization of therapy, the 

next step is to start oral steroids (eg., prednisone) to induce remission. Moderate-severe ulcerative colitis is 

treated with oral corticosteroids. The addition of immunomodulators (e.g, azathioprine, 6-mercaptopurine, 

and methotrexate) for maintenance or biologic therapy +/- immunomodulatory therapy are also considered, 
especially if UC patients are treatment-resistant to achieving remission. 


In severe cases of UC and corticosteroid-resistant severe UC, biologic therapy in addition to thiopurine or 


methotrexate is trialled. Immunomodulators (e.g, 6-mercaptopurine, azathioprine, methotrexate) are used 
for maintenance of remission and not to induce remission. 


RATIONALE: 
Correct Answer: 


* Vedolizumab with thiopurine - Vedolizumab with thiopurine is an option for steroid-refractory 
severe UC. 


Incorrect Answers: 
e 6-mercaptopurine - Immunomodulators are recommended for maintenance of remission. 
© Infliximab - Anti-tumour necrosis factors are paired with thiopurine or methotrexate. 


© Surgery - Surgery is a last resort if all other therapy fails. 


TAKEAWAY/KEY POINTS: 


In severe UC and a failure to respond to oral corticosteroids, biologic therapy in addition to thiopurine or 
methotrexate is trialled. 


REFERENCE: 


[1] Bressler B, Marshall JK, Bernstein CN, et al. Clinical practice guidelines for the medical management of 
nonhospitalized ulcerative colitis: the Toronto consensus. Gastroenterology. 2015;148(5):1035-1058.e3. doi: 
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Ulcerative colitis practice guidelines in adults: American College Of Gastroenterology, Practice Parameters 
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The correct answer is: Vedolizumab with thiopurine 


THE NEXT 4 QUESTIONS INCLUSIVE REFER TO THE FOLLOWING CASE: 


SP is a 29-year old male who arrives at your clinic with the following prescriptions: 


Budesonide 3 mg PO BID-TID 
Azathioprine 50 mg PO daily 
Levothyroxine 150 mcg PO daily 
Lorazepam 1 mg SL HS 


He mentions to you that he was diagnosed with Crohn's disease about three years ago and has only 
had two flares since then. 


Based off of SP's medications, which of the following is the most likely location of his Crohn's disease? 


Select one: 
Ileal region” 
Transverse colon * 
Descending colon and rectum X% 


Upper small intestine X% 


TOPIC: Ulcerative Colitis (UC) / Crohn's Disease (CD) 


LEARNING OBJECTIVE: 
To understand the first-line therapy for Crohn's disease. 


BACKGROUND: 
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Inflammatory Bowel Disease (IBD) is mainly made up of two disorders, ulcerative colitis (UC) and Crohn's 
Disease (CD). UC is a chronic inflammatory condition with periods of relapse and remission, limited to 
continuous, diffuse and shallow inflammation of the mucosal layer of the colon. It can present as chronic 
diarrhea, rectal bleeding and abdominal pain relieved by defecation (UC classic triad). CD is a chronic 
inflammatory condition that involves transmural, patchy and discontinuous inflammation which can result in 
skip lesions. Due to the different inflammation patterns of CD, sinus tracts occur leading to micro- 
perforations and fistulae. CD can present as abdominal pain, diarrhea and weight loss (CD classic triad). CD 
can also occur anywhere along the gastrointestinal tract (from mouth to anus) whereas UC is more localized 
to the terminal ileum, colon or rectum. Crohn's disease can affect the entire gastrointestinal tract (Gl tract). 


There are two purposes of pharmacologic treatment in Crohn's disease. The first purpose is to induce 
remission, and the second purpose is to maintain remission. Different clinical classifications (mild, moderate, 
severe) have different treatments to induce remission. In mild Crohn's disease remission is accomplished 
through the use of oral budesonide (for ileal disease) or sulfasalazine or prednisone (for colonic disease). 
Once remission is attained, maintenance therapy in mild-moderate Crohn's disease includes discontinuation 
of therapy or use of an immunomodulator (e.g. azathioprine, 6-mercaptopurine, or methotrexate). 


RATIONALE: 
Correct Answer: 


e Ileal region - Budesonide is a corticosteroid that is specifically used for Crohn's disease in the ileal 
region. 


Incorrect Answers: 
e Transverse colon - Budesonide is not used for Crohn's disease of the large intestine. 
* Descending colon and rectum - Budesonide is not used for Crohn's disease of the large intestine, 


e Upper small intestine - Budesonide is not used for duodenal region Crohn's disease. 


TAKEAWAY/KEY POINTS: 


Budesonide is a corticosteroid that is specifically used to induce remission for mild Crohn's disease in the ileal 
region. 


REFERENCE: 
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The correct answer is: Ileal region 


SP returns to your clinic a few days later with a new prescription. He has recently started experiencing 
severe pain in his hand joints. He went to a walk-in clinic and got a prescription for allopurinol. 


Why would allopurinol be of concern with SP's current medications? 


Select one: 
Allopurinol interacts with azathioprine Y 
Allopurinol has additive effects of anti-inflammation with prednisone. X 
Allopurinol interacts with lorazepam * 
Allopurinol must be separated from levothyroxine by at least 4 hours. X 


TOPIC: Ulcerative Colitis (UC) / Crohn's Disease (CD) 


Question #: 19 


LEARNING UBJEU LIVE: 


To identify major drug interactions of medications for inflammatory bowel disease. 


BACKGROUND: 


Inflammatory Bowel Disease (IBD) is a group of inflammatory disorders in the gastrointestinal tract. The true 
cause of IBD is unclear, but it is believed that symptoms are caused by dysregulation of the immune system 
whereby it mounts a response against some gut flora. mainly made up of two disorders, ulcerative colitis (UC) 
and Crohn's Disease (CD). UC is a chronic inflammatory condition with periods of relapse and remission, 
limited to continuous, diffuse and shallow inflammation of the mucosal layer of the colon. It can present as 
chronic diarthea, rectal bleeding and abdominal pain relieved by defecation (UC classic triad). CD is a chronic 
inflammatory condition that involves transmural, patchy and discontinuous inflammation which can result in 
skip lesions. Due to the different inflammation pattems of CD, sinus tracts occur leading to micro- 
perforations and fistulae. CD can present as abdominal pain, diarrhea and weight loss (CD classic triad). CD 
can also occur anywhere along the gastrointestinal tract (from mouth to anus) whereas UC is more localized 
to the terminal ileum, colon or rectum 


Pharmacological therapy can involve immunomodulating medications. One such medication is azathioprine 
which is a thiopurine immunomodulator. It works by inhibiting DNA and RNA synthesis. It is used in 
moderate to severe ulcerative colitis and Crohn's disease to induce and maintain remission. Azathioprine is 
metabolized by xanthine oxidase. One major drug interaction occurs with allopurinol, a xanthine oxidase 
inhibitor. These two medications taken together can lead to an increase in serum concentrations of 6- 
mercaptopurine (the active metabolite of azathioprine), increasing the risk of 6-mercaptopurine toxic side 
effects such as nausea, vomiting, arthralgias, bone marrow suppression, pancreatitis and hepatotoxicity. 
When administered together, doses of azathioprine should be reduced and patients should be monitored for 
toxicity. 

RATIONALE: 


Correct Answer: 


* Allopurinol interacts with azathioprine - Allopurinol inhibits the enzyme xanthine oxidase which can 
result in azathioprine toxicity. 


Incorrect Answers: 


* Allopurinol has additive effects of anti-inflammation with prednisone. - SP is not currently taking 
prednisone. 


* Allopurinol interacts with lorazepam - There is not a significant interaction between allopurinol and 
lorazepam. 


* Allopurinol must be separated from levothyroxine by at least 4 hours. - Although both 
medications should be taken separately, this is not the primary concern based on all of SP's current 
medications. 


TAKEAWAY/KEY POINTS: 


6-mercaptopurine (the active metabolite of azathioprine) is metabolized by xanthine oxidase and allopurinol 
is a xanthine oxidase inhibitor that could lead to toxic side effects of 6-mercaptopurine/azathioprine. A dose 
reduction of azathioprine and additional monitoring is necessary if given with allopurinol. 
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The correct answer is: Allopurinol interacts with azathioprine 


10: 34015 


Notanswered 


Send Feedback 


SP also wanted to know more about vaccinations. His friends were saying that “he must get 
vaccinated ASAP” but he’s worried because he knows that some of the vaccines he is receiving could 
interact with his current medications. 


Which of the following vaccines should SP be cautioned about? 


Select one: 
Varicella zoster vaccine (i.e. Varivax®) Y 
Influenza vaccine (TIV) 3% 
Hepatitis B vaccine % 
Pneumococcal vaccine % 


TOPIC: Ulcerative Colitis (UC) / Crohn's Disease (CD) 


LEARNING OBJECTIVE: 


To understand the role of vaccinations in patients with inflammatory bowel disease. 


BACKGROUND: 


Inflammatory Bowel Disease (IBD) is a group of inflammatory disorders in the gastrointestinal tract. The true 
cause of IBD is unclear, but it is believed that symptoms are caused by dysregulation of the immune system 
whereby it mounts a response against some gut flora. mainly made up of two disorders, ulcerative colitis (UC) 
and Crohn's Disease (CD). UC is a chronic inflammatory condition with periods of relapse and remission, 
limited to continuous, diffuse and shallow inflammation of the mucosal layer of the colon. It can present as 
chronic diarthea, rectal bleeding and abdominal pain relieved by defecation (UC classic triad). CD is a chronic 
inflammatory condition that involves transmural, patchy and discontinuous inflammation which can result in 
skip lesions. Due to the different inflammation pattems of CD, sinus tracts occur leading to micro- 
perforations and fistulae. CD can present as abdominal pain, diarrhea and weight loss (CD classic triad). CD 
can also occur anywhere along the gastrointestinal tract (from mouth to anus) whereas UC is more localized 
to the terminal ileum, colon or rectum. 


There are two purposes of pharmacologic treatment in IBD. The first purpose is to induce remission, and the 
second purpose is to maintain remission. Different clinical classifications (mild, moderate, severe) have 
different treatments to induce remission. Some therapies can be used for both remission and maintenance 
such as 5-ASA/mesalamine, sulfasalazine, and biologic therapy (e.g. infliximab, adalimumab). Some therapies 
are only used for maintenance and not induction of remissions such as immunomodulators (eg. azathioprine, 
6-mercaptopurine or methotrexate). Some therapies can only be used to induce remission and not for 
maintenance such as corticosteroids (e.g. prednisone) and cyclosporine. Corticosteroid use is only used to 
achieve remission in IBD and not for maintenance due to side effects from long term use such as 
osteoporosis and avascular necrosis of the femoral head. 


Prior to starting an immunomodulator or biologic therapy (a minimum of 3 weeks prior), vaccination is 
recommended especially in those who have not been vaccinated for varicella zoster virus. Infections to be 
screened for include tuberculosis, hepatitis B and C and varicella. Due to the severe suppression of the 
immune system from immunomodulators and biologics, clinicians must make sure patients do not have 
serious/latent infections as the use of such vaccines is contraindicated while on therapy. If live vaccinations 
are required, they should not be administered to patients until they have discontinued immunosuppressive 
therapy for at least 3 months. This is more critical in the use of biologic therapy given the higher degree of 
immunosuppression but can be considered in patients using immunomodulators. 


RATIONALE: 
Correct Answer: 


œ Varicella zoster vaccine (i.e. Varivax®) - Live attenuated vaccinations are not recommended in 
patients who are taking immunosuppressive medications such as azathioprine. 


Incorrect Answers: 
© Influenza vaccine (TIV) - This is not a live attenuated vaccine. 
e Hepatitis B vaccine - This is not a live attenuated vaccine. 


e Pneumococcal vaccine - This is not a live attenuated vaccine. 


TAKEAWAY/KEY POINTS: 


Live vaccines should be administered at least 3 weeks prior to starting immunomodulator or biologic 
therapy. If on immunosuppressive therapy, the use of live-vaccines is generally contraindicated. 
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The correct answer is: Varicella zoster vaccine (i.e. Varivax®) 


SP returns to your clinic a few months later and appears to be very upset. He mentions that he 
recently had a severe flare-up in his symptoms. You review his chart and recall that he has Crohn's 
disease. He mentions that he was hospitalized for five days and was given IV steroids. His symptoms 
have not resolved although they have slightly improved. He shows you his new prescription for 
adalimumab which was prescribed at the hospital to help induce remission along with the budesonide 
and azathioprine that he is currently taking. SP asks you about what to expect with this new 
medication. 


Which of the following is a severe side effect of this medication that you should warn SP to be aware of? 


Select one: 
Alopecia % 
Injection site reactions * 
lymphoma ¥ 
Hepatic encephalopathy * 


TOPIC: Ulcerative Colitis (UC) / Crohn's Disease (CD) 


LEARNING OBJECTIVE: 
To understand the adverse effects of biologic therapy in inflammatory bowel disease. 


BACKGROUND: 


Inflammatory Bowel Disease (IBD) is a group of inflammatory disorders in the gastrointestinal tract. The true 
cause of IBD is unclear, but it is believed that symptoms are caused by dysregulation of the immune system 
whereby it mounts a response against some gut flora. mainly made up of two disorders, ulcerative colitis (UC) 
and Crohn's Disease (CD). UC is a chronic inflammatory condition with periods of relapse and remission, 
limited to continuous, diffuse and shallow inflammation of the mucosal layer of the colon. It can present as 
chronic diarthea, rectal bleeding and abdominal pain relieved by defecation (UC classic triad). CD is a chronic 
inflammatory condition that involves transmural, patchy and discontinuous inflammation which can result in 
skip lesions. Due to the different inflammation pattems of CD, sinus tracts occur leading to micro- 
perforations and fistulae. CD can present as abdominal pain, diarrhea and weight loss (CD classic triad). CD 
can also occur anywhere along the gastrointestinal tract (from mouth to anus) whereas UC is more localized 
to the terminal ileum, colon or rectum. 


There are two purposes of pharmacologic treatment in Crohn's disease. The first purpose is to induce 
remission, and the second purpose is to maintain remission. Different clinical classifications (mild, moderate, 
severe) have different treatments to induce remission. There are two purposes of pharmacologic treatment in 
Crohn's disease. The first purpose is to induce remission, and the second purpose is to maintain remission. 
Different clinical classifications (mild, moderate, severe) have different treatments to induce remission. 


In severe Crohn's disease remission is usually accomplished through the use of oral prednisone or biologic 
therapy +/- thiopurine. If remission is induced using a biologic or combination, therapy should be continued. 
If failure to achieve remission, then consider an alternative biologic +/- an alternative immunomodulator not 
yet trialled. If remission is achieved with oral or IV corticosteroids, maintenance therapy in severe Crohn's 
disease includes azathioprine, 6-mercaptopurine, or methotrexate. If steroid therapy is unable to induce 
remission the combination of biologic therapy (e.g. infliximab, adalimumab) +/- an immunomodulator (e.g 
azathioprine, 6-mercaptopurine or methotrexate) can be used to induce remission/ 

TNF-a antagonists (e.g. adalimumab, infliximab) are a class of biologics that work by neutralizing the effect of 
TNF-a (a pro-inflammatory cytokine). This leads to a decrease in inflammation and helps to resolve 
symptoms and systemic manifestations of IBD. TNF-a antagonists can be used to induce and maintain 
remission. Common side effects include myelosuppression, malignancies (e.g. lymphoma), infections (e.g. 
pneumonia, herpes zoster), injection site reactions, abdominal pain, nausea, vomiting, diarrhea, alopecia, and 
rash. 


RATIONALE: 


Correct Answer: 


e Lympnoma - iNr-aipna innioitors sucn as aaaimumap increase tne risk Tor infections ana 
malignancies. 


Incorrect Answers: 
* Alopecia - Alopecia is not a severe side effect of adalimumab. 


* Injection site reactions - Injection site reactions are a common, non-severe side effect of 
adalimumab. 


* Hepatic encephalopathy - This is not the most correct answer. 


TAKEAWAY/KEY POINTS: 


Side effects of TNF-a antagonists (e.g. adalimumab, infliximab) include malignancies (e.g. lymphoma), 
infections (e.g. pneumonia, herpes zoster), injection site reactions, abdominal pain, nausea, vomiting, 
diarrhea, alopecia, and rash. 
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The correct answer is: lymphoma 
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